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A. Title of the invention 

Treatment of GABA-uptake related disorders 

B. Field of the invention 

fnance, diabetic neuropathy ^ neuralgj ™ S , ncon . 

- T he presen , invention a(so rela(es (o a compound ^ ^ ^ 
The present invention further provides the use of ^.nh 

5 C Background of the Invention 

z -^zzzzrz 

maprojects Magazine, June 1 997, page 6 -8) 

Epi.e P sy incudes infantile spasms, myoConic seizures, absences and the L 
Gastaut syndrome. absences and the Lennox- 

ITIrr" 0 " W ° 96/34865 °' GABA - UPtake * the 

treatment of pain are described. 

jn PCT p. b „ cation wo 95/186 , 5 (he of ^ 
«~l n G r r09en,C Pai " " Wh ™»*» « 
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in PCT publication WO 97/02 81 3 .he use of GABA-uptake inhibitors in the 
treatment of sleep disorders are described. 

In PCT publication WO 96/, 5782 the use of GABA-uptake inhibitors in the 
treatment of migraine are described. 

The R-isomer of N ^^.diO-methvithien^-vDbut-a-envD-nipecotic acid, as dis- 
ss as a GABA-uptake inhibitor in US Patent No. 5,0,0,090. is in the flow- 
ing referred to by its generic name, tiagabine (INN) 

Tiagabine and its pharmaceutic^ active salts has been found useful i„ , he 
,— ofepi, eps V and al, the other above mentioned disorders related to the 



20 



25 



D. Description of the invention 

I. has now been found that tiagabine also has potential therapeutic utility for 
rea„„g disorders such as cluster headaches, dementi, aicoho, withdrawal 
symptoms, spasticity, growth disturbances, tardive dyskinesia, alcoho, abuse 
snmenn, hot flushes. Huntings Choerea, Gilles de ,a Tourettes syndl ' 
.ncon„nence, diabetic neuropathy and postherpetic neuralgia. 

According, the present invention provides a method for treating disorders such 
as Custer headaches, dementia, alcoho, withdrawal symptoms, spastic ,y 
.ow.h disturbances, tardive dyskinesia, alcohol abuse, stuttering ho, fishes 
Hun„n g ,ons Choerea. Gi„es de ,a Tourettes syndrome, incontinence, diabl 
neuropathy and postherpetic neura,gia which method comprises administering an 

h eTt' 7 ,OXiC am0Un ' ,,a9abine °' * a„y acceptable sa, 

.hereof, to human or non-human animals suffering from Custer headaches de 
jenha. alcoho, withdraw, symptoms, spastic,, growth disturbances ale 
dysk,nes,a. a,coho, abuse, S ,u«terin g , ho, fiushes. Huntingtons Choerea. Gilles de 
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|a T0 UretteS syndrome . incontinence , djabetic neuropathy ^ postherpe(jc ^ 



The present invention also provides the use of ti»„»k- 

S ymp, oms , spasticity , growth disturbance w', h ho "7' 

s«u« ering , hot tlushes . Huntingtons Choerea j la k ; e ; et ' h ' e - 
io diabetic neuropathy and postherpetic - ai ;~ - drome , 

and the like. benZO,C acid ' "BcyWc acid 

20 

srrrrr sa,,s inc,ude sa,,s ° f h — • — « 

30 
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A tiagabine medicament, for use in the treatment of disorders such as Custer 
headaches dementia, aicoho, withdraw, symptoms, spasticity, growth distur- 
b ances. ,a, d,ve dyskinesia, alcoho, abuse, stuttering, hot flushes. Huntings 
• Choerea. G.les de ,a Tourettes syndrome, incontinence, diabetic neurope Hy and 
Postherpe,,c n eura, g ia may be prepared by admixture of tiagabine or a L 
.hereof with an appropriate carrier, which may contain a diiuent, binder. fi „er 

rzr ,lavourin9 a9ent - co,ourin9 ~* - -~ - - 

ventional manner. 

10 

Pharmaceutical rnmp^jt^n^ 

The compound of the invention, together with a conventions adjuvant carrier or 
*«. and if desired in the form of a pharmaceutical acceptable acid Z 
- salt thereof, may be piaced into the form of pharmaceutic^ com-positions and 

aZ: 9 ,: T reo '' and in such ,orm may be — - — - 

biets or „„ed capsuies. or ,i q uids. such as soiutions. sus-pensions, emuisions 
e„x,rs. or capsu.es fiHed with the same. a,, fo, ore, use. in the form o, 
suppositories for recta, administration; or in the form o, steriie injectable 

0 u ,ons for parentera, use .including subcutaneous administration and infusion, 
Such p armaceu„ca, compositions and unit dosage forms thereof may comprise 

onven„ona, rngredien.s in conventions proportions, with o, without addition 

1 ^ PrinCiPl6S ' ^ "* *- f - - contain ny 
table effects amount of tiagabine commensurate with the intended dai, 

do a to be emp|oyed Tawets comaining t y 

■ngred,en or. more broadiy. one „, to hundred „00, miiiigrams. per tabie, are 
accordmgly suitable representative unit dosage forms 
The compounds of this invention can thus be used for the formulation of 
30 2™""' PreMra,i0n ' '* '<» - - tera, administration to 

mammals .ncluding humans, in accordance with conventional methods of galenic 

5257.009-DK.PeHo/PGy 
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• H*amp,es „ such carriers are water sa|( so(utions aicoh 

glycols, polyhyroxyethoxylated castor oil gelatine lac»„« , 

— - - ,«y acw ^ e :r:^:r a9ne ^ m 

pentaerythrito, fatty acid esters, hydroxymethylcelMose and 
polyvinylpyrrofidone. 

10 

The pharmaceutical preparations can be sterilised and mixed, i, desired with 
au*,l,ary a 9 en,s, emulsiriers, sal, for in f ,uencin g osmotic pre s.r! Til d/or 

r ::::r and ,he — * - — - - *. 

15 

~~ „,,„,„, ^ ll „„ 

20 Ampoules are convenient unit dosage forms. 
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The dosage of the compounds according to this invention is 0.1-300 mg/day 
preferably 1-100 mg/day ( when administered to patients, e.g. humans, as a ' 
drug. 

Examples of tab le ,s which may be prepared by conventional table.ting 

techniques are: 



composition I 



10 Tiagabine hydrochloride c n 

o.O mg 

Lactosum _ 

7.0 mg Ph. Eur. 



AvicelTM 
Amberlite 
Magnesii stearas 



31 .4 mg 

AmberliteTMIRP 88 , n 

I .u mg 



COMPn.giT t n N | f 



0.25 mg Ph.Eur. 



Tiagabine hydrochloride Q „ 

o mg 

Polyethylene Glycol 6000, NF 1 6 mg 

Lactose, anhydrous, NF 2 79 mg 

5-Tocopherol, Ph.Eur na m 

u.o mg 

Talc, Ph. Eur. 



16 mg 
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1 . The use of tiagabine or a pharmaceutical^ acceptable salt thereof in the 
manufacture of a medicament for use in the treatment of disorders such as clus- 
ter headaches, dementia, alcohol withdrawal symptoms, spasticity, growth dis- 
turbances, tardive dyskinesia, alcohol abuse, stuttering, hot flushes, Huntingtons 
Choerea, Gilles de la Tourettes syndrome, incontinence, diabetic neuropathy and 
postherpetic neuralgia. 

2. The use according to claim 1 wherein tiagabine is in its form of hydro- 
chloride monohydrate or anhydrate. 

3. A method of treating disorders such as cluster headaches, dementia, al- 
cohol withdrawal symptoms, spasticity, growth disturbances, tardive dyskinesia, 
alcohol abuse, stuttering, hot flushes, Huntingtons Choerea, Gilles de la 
Tourettes syndrome, incontinence, diabetic neuropathy and postherpetic neural- 
gia in human or non-human animals, which method comprises administering an 
effective, non-toxic amount of tiagabine or a pharmaceutical^ acceptable salt 
thereof, to human or non-human animals suffering from said disorders. 

4. A use according claim 1 wherein the medicament is adapted for oral ad- 
ministration. 



5. A use according to claim 1 wherein the medicament is adapted for par- 
enteral administration. 



6. A use according to claim 1 wherein the medicament is in a unit dose 
form containing from 0.05 to 100 mg of tiagabine or a pharmaceutical accept- 
able salt thereof. 
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7. A method according to claim 3 in which the tiagabine or a pharmaceuti- 
cal^ acceptable salt thereof is adapted for oral administration. 

8. A method according to claim 3 in which the tiagabine or a pharmaceuti- 
cal^ acceptable salt thereof is adapted for parenteral administration. 

9. A method according to claim 3 wherein the tiagabine or a pharmaceuti- 
cal^ acceptable salt thereof is in a unit dose form containing from 0.05 to 100 
mg of tiagabine or a pharmaceutical^ acceptable salt thereof. 
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ABSTRACT 



Modtaget PD 



The present invention relates to a method for the treatment of GABA-uptake 
lated disorders such as cluster headaches, dementia, alcohol withdrawal sym 
toms, spasticity, growth disturbances, tardive dyskinesia, alcohol abuse, stut 
tering, hot flushes, Huntingtons Choerea, Gilles de la Tourettes syndrome, in< 
tinence, diabetic neuropathy and postherpetic neuralgia. 
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